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Formal Matters: 

Claims 1-20 and 28-34 are currently pending in the application. 

Claims 9-15 have been withdrawn from further consideration. 

Claims 1, 5-7, 28 and 33-34 are amended. 

Claims 3 and 4 are cancelled without prejudice and disclaimer. 

Claims 1-2, 5-20 and 28-34 remain pending in the application with entry of this 
Amendment. 

Summary: 

Claims 1-20 and 28-34 were pending in the application and examined in the Office 
Action dated 18 May 2005. Claims 9-15 were withdrawn from consideration pursuant to 37 
C.F.R. §1.1 42(b) as drawn to a non-elected invention. Claims 1-4, 6-20, and 28-34 were thus 
examined, aiid the following claim rejections have been raised: (a) claims 1-4, 8, 16, 28 and 
30-34 were rejected under 35 U.S.C. §102(e) as unpatentable over U.S. Patent No. 6,176,842 
to Tachibana et al. ("Tachibana"); (b) claims 1-8, 16-20, 28 and 30-34 were rejected under 
and 30-34 were rejected under 35 U.S.C. § 102(e) as unpatentable over U.S. Patent No. 
6,738,661 to Nyhart, Jr. C^Nyhart"); (c) claims 1-8 and 29 were rejected under 35 U.S.C. 
§103(a) as unpatentable over Tachibana and further in view of U.S. Patent No. 6,348,042 to 
Warren, Jr. ("Warren"); and (d) claims 1-3, 8 and 16-20 were rejected under 35 U.S.C. 
§ 103(a) as unpatentable over Tachibana and further in view of U.S. Patent Publication No. 
2001/0041870 to Gillis et al. ("Gillis"). Applicants respectfiiUy traverse all pending claim 
rejections for the following reasons. 

Overview of the Amendment; 

Applicants, by way of the present Amendment, have amended claims 1, 5-7, 28 and 
33-34 in order to recite the invention with greater particularity. In addition, claims 3 and 4 
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have been canceled. Mor6 specifically, claims 3 and 4 have been cancelled without prejudice 
and disclaimer. Cancellation of these claims is not in acquiescence to any pending or 
anticipated grounds of rejection, and applicants expressly reserve their right to bring the 
claims again in other related appUcations. In addition, claims 1, 5-7, 28 and 33-34 have been 
amended. More particularly, claim 1 has been amended to add limitations fi-om cancelled 
claims 3 and 4 that were dependent thereon. Support for the amendments to claim 1 can be 
found in claims 3 and 4 as originally filed and throughout the specification, for example at 
Paragraphs [0053]; [0068 through [0069]; and [0086] through [0088]. Claims 5-7, 28 and 33- 
34 have merely been amended to reflect the cancellation of claim 4 and the concomitant 
changes made to claim 1 to thereby preserve proper antecedence. Accordingly, no new matter 
has been added by way of the amendments to claims 1, 5-7, 28 and 33-34, and the entry 
thereof is respectfiilly requested. 

The Rejections under 35 U.S,C. §102; 

Claims 1-4, 8, 16, 28 and 30-34 stand rejected under 35 U.S.C. §102(e) as 
unpatentable over Tachibana. Applicants respectfully traverse the rejection for the following 
reasons. 

A claim is anticipated only if each and every element as set forth in the claim is 
described in a single prior art reference, that is, the identical invention must be shown in the 
prior art reference in as complete detail as is contained in the claim. See, e.g., Verdegaal 
Bros. V. Union Oil Co. of California, 2 USPQ2d 1051 (Fed. Cir. 1987); mdi Richardson v. 
Suzuki Motor Co., 9 USPQ2d 1913 (Fed. Cir. 1989). Accordingly, the basic test to assess 
anticipation imder Section 102 asks if a primary reference contains an enabling disclosure, 
that is, was there an actual prior discloswe, and was that disclosure enabling. 

Applicants' claim 1 (as now amended) recites a catheter having a modifying element 
operatively associated with a passageway and positioned such that a formulation floAving 
through the passageway contacts a modifying agent during transportation to a (distal) delivery 
site. Here it is important to note that there are several requirements in this base claim, for 
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example there are two discrete elements (the modifying element and the associated modifying 
agent), and the formulation contacts the modifying agent while still in the catheter (during 
delivery) and is modified thereby. Claims 2, 8, 16, 28 and 30-34 each depend from claim 1, 
either directly or indirectly, and thus contain these same base limitations. It is a feature of 
applicants' recited invention that formulations requiring modification, e.g., activation, can be 
appropriately modified prior to delivery, that is, the formulation is modified as it is passing 
through the catheter and thus the proper and active form of the formulation is delivered from 
the device. 

Tachibana describes a catheter device for delivering light-activated drugs to a target 
tissue site. The catheter includes an ultrasoimd energy source that is used to deliver 
ultrasound energy to the delivered drug in the target tissue site. See Tachibana, column 2, 
lines: 19-21; 24-26; 29-31; 34-37; 39-41; 47-49; 52-55; 60-62; and 65-67. See also 
Tachibana, column 3, lines 25-32 ("directing ultrasound energy to the subdermal tissue site 
following penetration of the light activated drug into the tissue site to activate at least a 
portion of the light activated drug within the subdermal tissue.") The Tachibana device is 
configured and operated such that the drug can be delivered in non-activated form, allowed to 
accumulate in a target tissue, and then just the drug in the target tissue site can be selectively 
activated. Activation is carried out by directing the energy to the targeted tissue. 

Accordingly, Tachibana cannot anticipate applicants' recited devices. Tachibana does 
not describe a device where a modifying element is operatively associated with a passageway 
and positioned such that a formulation flowing through the passageway contacts a modifying 
agent during transportation to a delivery site. Tachibana therefore fails the first part of the 
two-part test, in that it does not contain any actual prior disclosure of applicants' invention. 
Tachibana likewise fails the second part of the test, in that it cannot possibly enable 
applicants' recited invention if it fails to disclose it. 

AppUcants fiirther note that the Office has pointed to the ^ecification Tachibana at 
colunrn 13, line 12 through colxmm 15, line 53, and asserts that it discloses the use of 
prodrugs and enzymatic activation chemistries, apparently to capture some of applicants' 
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specifically recited embodiments. However, here again applicants note that Tachibana 
teaches activation of a non-active drug form only after that non-active drug has been delivered 
and accumulated within a tissue site. 

For all of the foregoing reasons, then, the rejection of claims 1-2, 8, 16, 28 and 30-34 
under 35 U.S.C. § 102(e) is improper. Reconsideration and withdrawal of the rejection is thus 
earnestly solicited. 

Claims 1-8, 16-20, 28 and 30-34 stand rejected under 35 U.S.C. §102(e) as 
unpatentable over Nyhart. Applicants respectfully traverse the rejection for the following 
reasons. 

As discussed herein above, claim 1 (as now amended) recites a catheter having a 
modifying element operatively associated with a passageway and positioned such that a first 
fomi of a formulation flowing through the passageway contacts (and is modified by) a 
modifying agent during transportation to a deUvery site. Claims 2, 5-8, 16-20, 28 and 30-34 
each depend firom claim 1, either directly or indirectly, and thus contain these same base 
limitations. It is a feature of applicants' recited invention that the modifying agent facilitates 
modification of a physical or chemical characteristic of a flowing formulation, allowing one 
to convert an inappropriate formulation (e.g., highly toxic or concentrated, physiologically 
inactive, etc.) passing through the device into an appropriate formulation just prior to exiting 
the device. 

The Nyhart reference describes a controUed-release system where a therapeutic agent 
(formulation) is tethered to an interior surface of a catheter using a photolabile bond. When it 
is desired to deliver the immobilized formulation, a Hght source is used to cleave the bond and 
release the therapeutic agent. The formulation in Nyhart is thus never modified, it is in active, 
ready-to-use form and it is the release of the non-modified agent firom the catheter wall that is 
accomplished using the light radiation. See Nyhart, colunm 4, lines 1-17. Accordingly, there 
is no formulation that flows through a passageway in the Nyhart device, contacts a modifying 
agent and is modified thereby and is then delivered to a target delivery site. 
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Accordingly, NyhM cannot anticipate applicants' recited devices. Nyhart does not 
describe a catheter device having a modifying element operatively associated with a 
passageway and positioned such that a first form of a formulation flowing through the 
passageway contacts (and is modified by) a modifying agent during transportation to a 
delivery site. Nyhart therefore fails the first part of the two-part test since it does not provide 
an actual prior disclosure of applicants' invention. Nyhart likewise fails the second part of the 
test, in that it cannot possibly enable applicants' recited invention if it fails to disclose it 

For all of the foregoing reasons, then, the rejection of claims 1-2, 5-8, 16-20, 28 and 
30-34 under 35 U.S.C. § 102(e) is improper. Reconsideration and withdrawal of the rejection 
is thus earnestly solicited. 

The Rejections under 35 U.S,C $103; 

Claims 1-8 and 29 stand rejected under 35 U.S.C. §103(a) as impatentable over 
Tachibana (as applied in the Section 102 rejection discussed above) and further in view of 
Warren. Apphcants respectfully traverse the rejection for the following reasons. 

When considering the patentabiUty of claims under Section 103, (a) the claimed 
invention must be considered as a whole, (b) the references must be considered as a whole 
and must suggest the desirability and thus the obviousness of making the combination, (c) the 
references must be viewed with the benefit of impermissible hindsight vision afforded by the 
claimed invention; and (d) reasonable expectation of success is the standard with which 
obviousness is determined. Hodosh v. Block Drug Co,, Inc., 229 USPQ 182, 187 n.5 (Fed. 
Cir. 1986). Therefore, it is clear that in order to establish obviousness, the cited prior art must 
enable a person of ordinary skill to make and use the invention (see: In re Kumar, CAFC 04- 
1074, (decided 15 August 2005) and Beckman Instruments, Inc. v. LKB ProdukterAB, 892 
F.2d 1547 (Fed. Cir. 1989); see also: Motorola, Inc. v. Interdigital Tech. Corp., 121 F.3d 
1461 (Fed. Cir. 1997) and In re Payne, 606 F.2d 303 (CCPA 1979), and that a two-part test 
must be used to assess obviousness-where an appropriate teaching or suggestion must be 
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found in the prior art itself, and then a proper consideration must be made to assess whether or 
not the prior art actually enables the recited subject matter. 

As applicants have already established herein above, the Office's primary reference 
(Tachibana) does not describe a device where a modifying element is operatively associated 
with a passageway and positioned such that a formulation flowing through the passageway 
contacts a modifying agent during transportation to a delivery site. In fact, Tachibana 
expressly teaches a different sort of device where a non-active form of a therapeutic agent is 
delivered to a target tissue site in non-modified form, and then ultrasound energy is directed 
toward the tissue site to activate the dehvered drug in a site-specific manner. Accordingly, 
Tachibana fails the first prong of the test for obviousness, in that it clearly fails to teach or 
suggest applicants' recited devices. The total failure of Tachibana to teach or suggest 
applicants' recited devices means that the second prong of the test for obviousness has 
likewise not been met. One cannot enable that which is not disclosed. 

The Office's secondary reference (Warren) also fails to describe a device where a 
modifying element is operatively associated with a passageway and positioned such that a 
formulation flowing through the passageway contacts a modifying agent during transportation 
to a delivery site. The Warren device is not used to deliver a formulation through a catheter, 
rather an active enzyme is tethered to the interior surface of the catheter passageway and 
biological fluids are passed through the catheter whereby the enzyme can act upon certain 
components therein. There is a fail-safe mechanism where should the enzyme detach from 
the catheter wall, it will lose its biological/chemical activity. Thus, Warren does not describe 
a catheter for transportation (delivery) of a formulation to a delivery site, nor does it describe 
a catheter having a formulation flowing through a passageway, and furthermore Warren does 
not describe a catheter where a formulation flowing through a passageway contacts a 
modifying agent during dehvery firom the catheter. Warren in fact describes and teaches an 
entirely different sort of device (one that is intentionally designed not to deliver any 
fomiulation, active or not). Accordingly, Tachibana fails the first prong of the test for 
obviousness, in that it clearly fails to teach or suggest appUcants' recited devices. The total 
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failure of Warren to teach or suggest applicants' recited devices means that the second prong 
of the test for obviousness has likewise not been met. Here again, applicants note that one 
simply cannot enable something that is neither disclosed nor taught. 

For all of the foregoing reasons, then, the rejection of claims 1-2, 5-8 and 29 under 35 
U.S.C. § 103(a) is improper. Reconsideration and withdrawal of the rejection is thus eamestly 
solicited. 

Claims 1-3, 8 and 16-20 stand rejected under 35 U.S.C. §103(a) as \mpatentable over 
Tachibana (as appUed in the Section 102 rejection discussed above) and further in view of 
Gillis. Applicants respectfully traverse the rejection for the following reasons. 

Here again, applicants have already established that the Office's primary reference 
(Tachibana) does not teach or suggest a device where a modifying element is operatively 
associated with a passageway and positioned such that a formulation flowing through the 
passageway contacts a modifying agent during transportation to a delivery site. In fact, 
Tachibana expressly teaches a different sort of device where a non-active form of a 
therapeutic agent is delivered to a target tissue site in non-modified form, and then ultrasound, 
energy is directed toward the tissue site to activate the delivered drug in a site-specific 
manner. Accordingly, Tachibana fails the first prong of the test for obviousness, in that it 
clearly fails to teach or suggest applicants' recited devices. The total failure of Tachibana to 
teach or suggest applicants' recited devices means that the second prong of the test for 
obviousness has likewise not been met. One cannot enable that which is not disclosed. 

The Office's secondary reference (Gillis) fails to provide the missing teaching or 
suggestion. Modification of the Tachibana device with the Gillis device still fails to teach or 
suggest a device where a modifying element is operatively associated with a passageway and 
positioned such that a formulation flowing through the passageway contacts a modifying 
agent during transportation to a delivery site. Accordingly, the rejection of claims 1-2, 8 and 
16-20 imder 35 U.S.C. §103(a) is improper. Reconsideration and withdrawal of the rejection 
is thus eamestly solicited. 
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Conclusion 



Applicants submit that the pending claims define an invention that is both novel and 
nonobvious over the cited art, and thus all pending claims are in condition for allowance. 
Acknowledgement of this by the OfBce in the form of an early allowance is tfius respectfully 
requested. In addition, if the Examiner contemplates any other action, or if a telq)hone 
conference would expedite allowance of the claims, applicants invite flie Examiner to contact 
the undersigned at (408) 777-4915. 

The appropriate fee is attached or authorized. If the Commissioner determines that an 
additional fee is necessary, the Commissioner is hereby authorized to charge any additional 
fees associated with this conmitmication or credit any overpayment to Deposit Accoimt No. 
50-1953. 

RespectfiiUy submitted. 



Thomas P. McCracken 
Registration No. 38,548 

For and on behalf of 
DURECT CORPORATION 
10240 Bubb Road 
Cupertino, CA 95014 
Phone: (408) 777-4915 
Fax: (408) 777-3577 




Date: 18 November 2005 
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